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(54) 1,4-BENZODIAZEPINE AND USE THEREOF 

(57) Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject new 
compound, having an excellent affinity for a 
thrombopoientin receptor and useful as an agent capable 
of manifesting regulating actions on the blood platelet 
production. 

SOLUTION: This 1 ,4-benzodiazepine derivative is 
represented by formula I [R is phenyl or indolyl; (n) is 
2-6] or its salt, e.g. (±)-1-(2-aminoethyl)-1,3- 
dihydro-5-phenyl-3-(phenylmethyl)-2H-1,4-benzodiazepin- 
2-one. The compound represented by formula I is 
obtained by reacting a compound represented by formula 
II with a compound represented by formula III (Z is an 
eliminable group such as a halogen or mesyloxy) in the 
presence of a base and then reacting the resultant 
compound with hydrazine hydrate or methylamine in a 
polar solvent such as ethanol. The compound 
represented by formula I is effective against morbid 
states of blood diseases associated with an abnormality 
in the number of blood platelets. 
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[#fFf»*©«&H] 

[»#8l] 

l^l] 

NH 2 
(CH2)n 

)— CH 2 R 
-N 




2~6©g$:§r*-r <> ) T^Sfrai. 4-^y/^7 

[0001] 

[0002] 

[«*©K»] jMvKtt4#ojhjlii, iL^^{c*3V^T 
£Wti^&!kl£ir*mmfSL&-?i>&, iuMEttttK 

-f^-Y- (Nature), 369#, 533 H (199430 ] „ ho 
ytftf^f-^tic-mvl KLtVS^/^flt (I- 

v^tftf^i/ut-??*- : mpl) ©y#> KTfcO, 

(CHa}n 

CH 2 R 




-f 369 568 M (1994^) ] . 

[0 0 0 31 hB^*xfynr^- Sr^LTjfil/^ 

^^©*>©©fitl, ft»^<7'^K*ifK:t>hB^## 
a. f- y nr -fcfntta* 5 r i #*n k*vt t T v * 5 

(WO 9 6/4 0 1 8 9-l§\ WO 9 6/4 0 7 5 0^W 

mm) . 

[0 0 04] 

10 [5IW^«¥*bJ:5i1-58SS] hpyjj?#ify^l 

©Mft 5 ©Jk^S©^<i(c*f LTtf tifc^J 
3 2{@©T$/^^^5#y-</^Kf--r 

[00 0 5] #38«©3iySW\ tfHfc b b v^jK^^v 
[00 0 6] 

30 [SSJg£fl?ft1-3fc«>©#Ji3:] *»W#e>tt % MISSUS 

[0 0 0 7] fip*> x *Wfflttft©-tta; (I) 
Kb 2] 



(I) 



(5£»K Rft7~-*mXiM>V})/v&&&U ntt [0 0 0 8] #»W©tWB-*a; (I) 



3 

y— (Journal of MedicinalChemistry), 3 0#, 12 
2 91 (1 9 8 7$) $fc|8V*m CCKtffiMhL 
TB*S*U *fcWO9 5/1 44 7 0#1?H:*y!>A 

100 09] 

T> RT?75$ti<57x ^/HiXHrf y K !) /Utt, It 

Hitm ifuy, T'ntfvy, 
y, ^yf-ws, ^**/vvmmfbh%. *tz, # 

mom-M&t ( i ) "c*s^5ft^»fcf4, 

[0 0 10] **W©tWB-«a; (I) -C*£ft54fc£ 

m Aft*** 3!7te**B, UK, «», 
ff£$©«i;ife& fcsw** m, •vWyfit 7^ 

& mm, v>=? 

ym, 10- # y 7 7 ymmmmmmif 

[0011] #M© 1 , 4 -^y/v^iff ypjfft 
©0* UMMKJ: tm 0tT©fcaftfttf*fte>©3l& 

I*iftk©$m£$ft5fc©-C|*fci\, 

(1) (±) -1- (2-75/x^) -1, 3—7 
t Kp-5-7x=.;1/-3- (7x=;Mf/V) -2H 
-1, 4-s<y^i>7Wy-2-*y 

(2) (±) -1- (3-7?y7Bt» -1, 3- 

i?t Kb- 5-7x^-3- (7x=Wf/V) -2 
H-l, 4-^y/^7^t>-2-i-> 
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*(3) (±) -1- (4-75/7*^) -1, 3—7 
KKn- 5-7x=/k-3- (7i=Wf^) -2H 

-l, 4-^y/v?7^iry-2-^> 

(4) (±) -1- (5-75 /^y^/W) -1, 3- 
i?t Ko-5-7x=/W-3- (7x^;M^;v) -2 
H-i, 4-^y^77-t^y-2-;ty 

(5) (±) - l- (6-7$;^*i/;v) -l, 3- 
i?tKn- 5-7x~/i/- 3- (7i=;Mf;V) -2 
H-l, 4-^y/i?7^fy-2-^y 

10 (6) (±) -1- (2-75 J*1-A>) -1, 3—7 
tKo-3- (m-Y^K-*- 3-^/M^;v) - 

5-7x=;W-2H-l, 4-^y/^7^t°y-2- 

#y 

(7) (±) -1- (3-75/7nW -1, 3- 
S?t Kb - 3 - ( 1 H->f y 3 f /M 
-5-7x^-2 H-l, 4 -^<y/i?71?tfy- 2 
-*y 

(8) (±) -1- {A-7%J7?->V) -1, 3-7 
t Kb - 3 — (lH-/fyF^-3->f;M^) - 

20 5-7x^;W-2H-l, 4-'<y/$?7"t?tfy-2- 

*y 

(9) (±) -1- (5-75;^/V) -1, 3- 
i?t Kb - 3 - ( 1 H-W y K-/U- 3 ->f f» 
-5-7x~/U-2H-l, 4-^y7^7i?tfy-2 
-*y 

(10) (±) -1- (6-73/^7/1/) -1, 3- 
% 7 1 Kb — 3 - (lH->TyK-;v-3-^;M^) 
-5 -7x^/1/- 2 H-l, 4 -^y /Sniffy- 2 

-tfy 

30 [0012] *sm<om-»& ( i ) •e^Sfisfte 

^^©SH^fefi, ^©#&KPS£$ftSfrit-?l*& 
V\ 

[00 13] 
* [it3] 




(4) 

5 



Z— (CH^n— H Jj 



A^y/n fcVPT $ K?©tS©MT-e, 0 < C*^> h 10 

[ooi5] ia2i;::i3^-cji, — «*(in) <n>\^m 
(i) ©fb-a-^Sr#5rt*s-e#^ 0 

[0 0 16] i<DJ:5l-LTS!i)g$*t5WIE-jKS; 

(i) -c***t«*r«*i. 4 — 5y/^7ftyii 

t'^, Mt;vp-^f) , mmm 

30 . mvm (^rTyyfv^v^A, ^/i^ 30 

n-* ( e«, B£ffc^*^30 > (#y^w> 
*) . «aB{b*U ^Ki7*t, ^y-ty>30 , & 

[0 0 17] 

[HJfiM] *»W^J^«toTKMi-5^, 40 
v\ 

[0018] Ml 

(±) -N- C2- [2, 3 Kp-3- (1H- 
/fVK-/V-3-'f/M^) -2-t*y-5-7i 
=^-lH-l, 4-^vy r ^T-^tf>'-l--f7W] a: 

(+) -1, 3-5?tKP-3- (1H — fy K— /U- 
3 -5-7x^;V-2H-l, 4 — 

^i?r-^^>-2-4->-3. oog, 6 o%*$Mt-r h 50 
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(IV) 



U!7A0. 3 4 gTON-i^^f/^AT? K6 0ml 
WjH^^Tk^Tl. 5 BSfRUf N- (2-:/n^ 
^/V) 7^;W 5K4. 6 0 g SrAPx., ^®t?l 6B# 
RHH#Lfc. S^ffi^l-7k2 0 0ml^D^fem, R9I 

^J«Sr^ffi«*Lfeo a«^*7^p-7h^77 

^y^=2o : i) ictattiiu mi^ass o . 

9 4gSr#fc„ r gi5£ri^nn^>- : fl«fe 

(3 : 1) Oil^-^itJH^LT, gk£2 2 
4. 5-2 2 8. 5lC©fl0M&*NI*#fc. 

C, 75.82; H, 4.87; N, 10.40 
C. 75.72; H, 4.90; N, 10.36 
[0019JM2 

(±) -N- [3- (2, 3 -v>fc Kn- 3 - (1H- 
-i > K— /W- 3 --T/W^ -2-**-y-5-7=. 
=;P-1H-1, 4 -^i/y v^T-tf f>- 1 — { ;V) •? 
obf/v] yf/v^i? K 

(±) -1, 3-^tKP-3- (1H — f^K— /V- 
3-^/^^/W) -5-7i=/W-2H-l, 4 — <^ 
yi?r-^f^-2-^-V3. OOg, 6 0%**ftth 
y 1? A 0 . 3 4 gS.tm, N-^ f;u*A-A7 $ K 6 0ml 
<Dl&&m&fc#}T 1 . SttlRHttttt, N- o-yp* 
y°u tVV-) % K4 . 5 0 g SriRx., 1 6 

is«rtttfc*cTflfe»u n y !7^-e$£ 

74— (Vy^/W, ^PP^^y:^^/-;l/=2 
0:1) KXVmMh. «H^fi3. 3 6g&ife. 

gPSrv^^aa^^v : Jg^^/v (2 : 
1) ©il^ii^SMtt, j»J^2 13~2 16t 

TC^Wtt C, 6 H a N 4 0, 
S^fifi C, 76.07; H, 5.11; N, 10.14 
mm® C, 75.85; H, 4.88; N, 10.12 
[0 0 2 0] #13 

(±) — N— [4- [2, 3-^tKP-3- (1H- 

i h - 1 , 4 -^^^r-^trv- 1 --f/w] y 

(±) -1. 3-^tKB-3- (1H-^VF-/V- 
3 — < fVy-^-)V) -5-7x^-2H-l, 4-^<V 
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*Si?TW>- 2-*>l. 5 0g, 6 0%**ftth 
y^AO. 1 7 g5W,N^^fWM7? K3 Oml 

0 : 1) fci^flfiRU ^fe«S^@^2. 13g^# 

TG^Wffi C36H30N4 0 3 
Sg&lit C, 76.31; H, 5.34; N, 9.89 
HIMfC C, 76.18; H, 5.16; N, 9.85 
[002 1JW4 

(±) — N— [3- [2, 3-v?tKn-2-«y- 
5-7^^/1^-3- (^^/V^^W) - 1H~ 1, 4 
-^^/•^Tiftf V- 1 ->T AO 7"* fcVk) 7^/Wf * 
K 

(±) -1, 3— S>fc Ktt- 5-7^^/1'- 3- (7x 
—/iv^/V) -2H-1, 4 -^>-/^TH\?l/- 2 - 
*-^3. OOg, 60%**ftthy?A0. 40gR 
l*N, N-v^ f;^/^7 5 K5 Oml<D»£4&Sr*?frT 1 
ttHlJHflft* N- (3-^n^e^cttf/w) 7W«K 

5. OOgttt ^m^2^ra»#Lfc 0 &j&m&vo 
-e»s»u msfr by #AT*imik. ^st^jees^l 

*^:»»^/W=2 : 1) fciOJBIKU 
^@^4. 4 0gSr#fc o 
7C*5>*ftt Cs3H 27 N 3 0 3 
Sftfcftt C, 77.17; H, 5.30; N, 8.18 
mmfc C, 76.89; H, 5.63; N, 8.05 
[ 0 0 2 2 J fl5 

(±) -1- v^^vw) -1, 

-3- (lH-^yK-;W3 — i/Vt^/v) -5-7 
-/U- 2 H - 1, 4—^<>y^T^\f>-2—^-> 

(±) -N- [2- (2, 3-i?fcKn-3- (1H- 
-f^F— /W-3-^/W^^/P) -2-t*y-5-7x 
^-1H-1, 4-^<y^7f^-l->f;l/) x 
^] 7^;M^K1. 0 2g, fi*tK7^0. 1 
0 ml&tf:^ * y —;V<Dm&® Sr 1 O^MiOf^jlJKLfCo 

/^-CttfflLfco ^mm**, «S*P*tto*CT?«S»L, HOB 
^y JB«tSr»BE«5feLfco £&atSr#7 

**y-^=9 : 1) fc:J:9ttjRU Jtefe^ft^Hf*: 
0 . 1 5 g £#fc 0 

IR^^^h/P v (KBr) cm" 1 : 3344 , 1676 
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, 1604 

NMR^^<^ 8 (CDCI3) ppm : 2. 49 (2H, s) , 2. 

79 (1H, q, J=6. 5Hz), 2. 89 (1H, q, J=6. 5Hz), 3. 65 (1H, dd, J=l 
3, 6Hz) , 3. 77-3. 85 (3H, m) , 4. 39 (1H, td, J=13, 6. 5Hz) , 7. 03 
-7. 63(14H, m),8. 23 (1H, s) 
M&Mlfo^xX^? b/V : C 26 H 24 N 4 O 
JSIfetf m/z : 408.1950 
HEMIC m/z : 408.1946 

[0023] me 

10 (±) -1- (3-7^ynf/l/) -1, 3-v^fcK 
n-3- (lH-^yK-/W-3 — (;V*^;V) -5- 
7x^;V-2H-l, 4 -^y/^tV- 2 -^V 
(±) — N— [3- [2, 3-v>fcKu-3- (1 H- 
-f^F— /V-3->f/^^/V) -2-^7-5-7^ 
~;V- 1H- 1, 4— ^y^T^fy- 1 7" 
pfcM 53g, MtK7^0. 

2 4ml&t^n^/ — /V5 5ml<Z>5&g*«T2 3 f^fffly&PftfS 

20 u mm- v y ^«E^«ffis*Lfc 0 a 

«£SrT-feh^J:DS*MIU IM116 9. 5-17 1. 

7G^##Hfi C27H 26 N4 O 

aSftffi C, 76.75; H, 6.20; N, 13.26 
mWtf& C, 76.43; H, 5.89; N, 13.03 
[0 0 2 4] M7 

(±) -1- -1, 3-v^trKa 

-3- (lH-^yK^~3->f;Mf;» -5-7 
x^-2H-i, 4-^y/v ? 7f^y-2-ty 

30 (±) — N— [4- [2, 3-v>fc Kn-3- (1H~ 
-OK— /W-3->f/^^/W) -2-^7-5-7^ 

^-ih-i, 4 -- <^y p v ? r^t°>- 1 — r/v] ^ 

7W5K1. 50g, i&TKtK^^^O. 1 

^hy*A-T*tt*M*. ««tfir«ffi«*U«:o »M*7 

* 7 — /U= 2 0:1 ->v^ nn^^y:^/ 
40 9:1) fciDWKU Ift«fe&ft7£@#0. 8 1 g£ 

I R^^^ v (KBr) cm 1 : 3360, 1672 

, 1602 

NMR^^^ 8 (CDCI3) ppm : 1. 22-1. 57 (4H, 

m) , 2. 53 (2H, dd, J=13. 5, 6. 5Hz) , 3. 63-3. 71 (2H, m) , 3. 78- 
3. 84 (2H, m) , 4. 44 (1H, td, J=14, 7Hz) , 7. 05-7. 65 (14H, m) , 
8.0K1H, s) 

at^ffl m/z : 436.2263 
50 m/z : 436.2263 
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10 0 2 5] fl!!8 

(±) -1- -1, K 

D-5-7x^-3- (7xr:/V^f;l/) - 2H- 
1, 4 -^<V)/v J T^e 0 >'-2 

(±) -N- [3- [2, 3-^tKn-2-^y- 
3 - (:7ai~/Wt^vV) -iH-1, 4 

K3. 7 0g, |*fcK7^0. 3 5ml2S:^^y- 
/^4 0mlOj!i^Sr5. 5^PM*D^S^Lfc 0 

0 . 9 9 g &mtc 0 

IR^ h/V v (KBr) cm 1 : 3372 , 1674 
, 1604 

NMR^-<^ h;V 8 (CDC1 3 ) ppm : 1. 52-1. 66(2H, 
m) , 2. 44-2. 52 (2H, m) , 3. 60 (2H, d, J=7Hz) , 3. 70 (1H, ddd, J= 
14, 7, 5Hz) , 3. 79 (1H, t, J=7Hz) , 4. 57 (1H, td, J=14, 7Hz) , 7. 20 
15-7. 54(14H,m) 

MftMife^**^? VA> : C«H,bN, O 
Sffcffi m/z : 383.1998 
SOMtt m/z : 383.2003 
[00 2 6] SITs *&W1k&®<0&tltc h a >^=o 

[0 0 2 7] S*Ht#Jl 

t: h fpy^xfy^t^- (MPLmgi:/^;* 5 K 30 

MPL cDM(D^^Sr^t-5^r-^^ti-^?r#^ 0 
CKDfc&tCPCR m^X *) t hJfrjSjrrcDNA (CLONTECHtfc 
§g) ^e>t hMPL cDNAO-$B§r5i#Lfc 0 MPL cD 

Nk<DMttl^ h*>frbffe±=* K^JSGenBank M90102iC N PS 

F>cO_h«S(Dia?(lttEMBL X73551 Kl^£jfrTV> 
5 0 PCR <Dtc£><D7>9'{ MPL COHM^ K;x<£>A 
<b£fcx.T331JfiStf> <b350 ifiSolE^JKS^V ^c-fc > 
^y^-f 5* ^T(X:GTCTCTTCTTTCCGCT-3 , t , 1888^ ^ 40 
1907^|B?1J^^<5V ^cT V^-fe ^ -x—5' -TCA 

AGGCTGCTGCCAATAGC-3* £JBl^ 0 PCRteU Takara EX Ta 

homi* y/v^^supREc-oi (^mmm) *m^xm 

#<D^n hn— /H^V^HJitXLfCo liltebfcPCRS^ 
Sr N Rediprime DNA labelling system (T^v't^tt 
SrfflV^ 8s#<D:/p h^-/W^V> [a- 32 P ] 
dCTP-C^/^U ^"a-^tLfeo rtt^rfflV^. Huma 
n Fetal Liver 5' -STRETCH cDNA library (CLONTECHtfc 50 
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M) fabs j&tt^r/n h ^—M^$£\\ MPL cDNAcO^ — 

(2) #C(CPCR miCXY), t: bMPL «BJ3a^^cDNA (1 fa 
£>491 #gOT^/^SB?iJ) Sr=i— K"T5DNA 

fc 0 PCR O^^^^Mfi±|a-C#e>^fc^r-^Srffl 
V\ ^7><^-«MPL K^^28^S±^e>17 
«aoga^lJ^S<5V >f -7—5' -CTAAGGCAGGC 

ACACAG-3' 486 ^6>491 # g ©7 ^ J ^IH^J(cS^ 
V ^cT V^-tr >^9-f^S' -GGTGACCCAGGCGGTCTCGGT 
GGC-3* SrjaWc 0 MPL y/^fO 

C ^ffilS^, t MgG Fc£5g£rCt5 J; 5t-BstEII1r 

fc. t HgG FcSWScDNAJ*. B. D. Bennett t><DXtsk 

CB. D. Bennett b, ^t/Wt^'/Wtn^ 
}V • >5r ^ J. y — (Journal of Biological Chemistry 
),266 23060 -23067 K , 1991 ^) £r##i£b 
T, •fe^^^^-f 5' -CGCGGTCACCGACAAAACTCA-3' t 
T -GCACTCATTTACCCGGAGACAGGGA 
GA-3* Sr^V^T > M*»<DQUICK-CL0NE cDNA (CL0NTE 
cmM) &ttWbl,X, PCR 2fc(£<fc 9Sl#bfc 0 r(7)J: 
5icLT#^^fcPCR S^Sr, HT(^5Ig«o 
TpCR3 (InvitrogenttK) fcJBSi*. MPL — 

(3) PCR -C#t>HfcMPL *BIS^«EcDNAt t MgG Fc^ 
JKcDNASr. EUKARYOTIC TA CLONING KIT (Invitrogentt 
90 S:ffiVNT^#0^t3 h3-;H:ffiV\ pCR3*fL*fflJIS 
»a^^^-KifAUfc*, ^BTOPIO (C^StelfeL 

fc 0 ^<0«c^6>, »ffifc«Vv/9;*5 KSrfSSSb, MPL 
(B)-pCR3 \ IgG Fc(B)-pCR3i:^bfc:o 

(4) *^200 /zg CDMPL(B)-pCR3 0.64 unitsOBstEII 
C«#i»ttiSD t200 units <£>ScaI (^JS^ttgi) -C§3 

KJ:t), MPL cDNA^Sr^t?3085bpODNA WiK&Stft? 

(5) $j20jug <OIgG Fc(B)-pCR3«r> 40 units<DBstEII 
(MWm^M) tSO units^Scal t?«JWf 

^5 K£9, IgG Fc^cDNASr^tf4150bp<DDNA »f^Sr 

(6) (4) T*#fcDNA »f>t («530ng) t (5) "C#fcDNA m 
K (^20ng) Sr, 4.6 units COT4 DNA7>r^— ^ 

<t 9 x *S§»XL1-Blue#c (StratagenettK) 



(7) 
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Lfc„ r©**^6> N ftifcfc^Vv^;** KfcfSSU MP 
L-IgG Fc(B)/pCR3tlfr£Lfc 0 
[0 0 2 8] f*ffc0j2 
HgG Fcffi&lt-a-fc HHPL ^V^^g (MPL-IgG) 
g^MtSt Mfrie293 Mfe©^^ MPL-IgG o«HB 
MPL-IgG Fc(B)/pCR3"C, iW^ bnsKw— i^a^ffi 

iS*^*) , 501 ~503 H, 1996<£#} Jc J; 9 t hJ&JE 
293 *fflJ&£7gfrte&Lfc. ^SteifeSttfcfc MftJS293 
10%FCS ^*DMEM^*ft-C^j 2 BHfttLfci, 
0.4 mg/ml i^i^^^v (LIFE TECHNOLOGIES tfcfSD 
^tflO%FCS -&*DMEMt!:TijS&2aM«||bT, 

Kftfit^ffllU 1 Ml K— v y^tf 

- • AttK) Sr"£tri)MEM*gJ* fc 3fc* U * 

mmLtc mimwztfcjgM&zmvteifiL,, 3mm 
^h4mmm^mfit. u *Mt-k*ii 

SrleJlKLfc^ VacuCap ™ (Gelman Sciences tfcK) £• 
HWrltilLfc; ft7L©J(ai±fl|*»fe % HiTrap Protein 
G (7r/Wi/7» Sr^T, iftO/nh^ 
l:»^7A^ d-^ h^9!7-f — £frv\ MPL-IgG 

[0 0 2 9] f*mW3 

ELISA ^fflV^fcJigjljgj^g^^gf^fe^M 
Mi 

^^n*^* — ¥«?:r/M£ N 100 /tl COPBS(-) T? 
ftftbfclO ng <D MPL-IgG £4 1; Lfc e «£ 

*#ttttlMfc^£DiS0fc:»#Sfe x PBS(-) /0. 1% BSA 
/ 0.05% Tween 20 «r#Vvt\ *»DMS0^***S 5 % t 
t£Z£?KhT2 (R&D ttSg) * 
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12 



10 



20 



30 



MPL-IgG jg^SrlS 9 6fc# , Wlkft&mM U £.&X 1 * 
fH«-h&«Lfc 0 r<Di££:Bl9l&£\ 200 til <t) PBS 

(-) / 0.05* Tween 20-e^=t/i/j£®£rj5fcofct£ > 
Anti-human TP0 Neutralizing Antibody (R&D tt§g) 

-e, aateTiBMBa±^>*a^<— hLit. 200 »i 

©PBS(-) / 0.05% Tween 20X9 ^^ffcoft^ Ki£ 
17 V^tt^y—emm n =?IgG (Chem 
icon International^^!) "C, ^S(CT 1 9$ffl&L±'( V 
=3r=.-i— h Lfc„ 200 # 1 ©0.05% Tween 20 <£r-gtrf>B 
S(-) T?^3:^Srjfcofe.«, 100 ul <£>TMB ^ (DAKO 
tt*D Sr*D;Ugi&T?5#IB^ ^a^hLft, 100 *t 
1 OlMHsSO, (ftjfettXttfl) ^JP^S^Srf?JfcLfc 0 
3fe^££450nm fcT«WU *MMs<&*fc&n*.TV^* 

\^?>yvi/iStf^><Dm&*im,b\.x. wtMkit-er 

[0 0 3 0] 

[»ffl©3»*] *»!H©tWE-«sC (I) TSSSJu* 
[0 0 3 1] 

[Ell] *&$ifc&<to<D b a ^3j?sKcc^> (TPO) © 



[HI] 




T 4 
-Ug[flitN&*ffi] (M) 



(8) 
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te#»i$Lum*gi?n37-f!-i#it&i itwm a#m#ujrfT^P37^-i#«fii imm 



